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CLAIMS : 
CLMS . 1 ) 
That v;hioh is .1 aimed is: 

!_ A poiypeptiie character izea by having a 
GNP binding domiin comprising 
Vc'.^ut »6 amino ncids with f « Cys residues, 
■.-^>--io saic DNA binding dc main 
^further oha r ict e r 1 ze d by the following 
.-.mir.o icid sequer.ee identity, _ 
,elative to the DNA binding domains or nRAK 
, : lpha, hTR-beta, hGR and 
I RX^-aipha, respectively: 

a. (a) about (3% amino acid sequence 
identity with the DMA binding 
domain ':-t hRAR-aipha; 

about 59V ammo acid sequence identity 
oith the DNA binding demain 
: f hTR-beta; 
dii) abmi 45% amino acid sequence identify 
,/itr: the DNA binding domain 

■ f hGR; and . , 

f iv! atojt 65% amino acid sequence identify 
• i- ;. the DNA rinding domain 



of hRXR-alpha; or 
B . (i) about 5^ amine, acid se jueo 
identity with tr- DNA binding 

domain of nRAK-alpha; + 
(li) abojt p; : .% ammo acid sequence ident.. y 
with the DNA oindmg domain 
of hTF-oeta; 

( iii] acmt 50- amino acid sequence identity 
with the 2 HA binding domain 

of hGR; ana 

(iv) abr ;t m% amino acid sequence identity 
with the ::NA binding domain 

of hR>:R-;. or 
c _ (i ) ;;t o i- 6.: % ammo acid sequence 
identitv on me DNA binding 
domain : : :.RAi- - alpha ; 

am vr 6-* amino acid sequence identity 
with the INA omcing domain 

of hTR -L - ft; . . t 

(iii) =.1- c :t 4-"*- amino acid sequence identmy 
with the D'.A coding domain 

of hGF ; -.r. 3 . . 

(1V) a t ■.]• o2r amino acid sequence identity 
with th« DNA L mding domain 
cf hF».- 1 p:hn; or 
D> (i) . L m% amino acid sequence 

identity -o m tf-s DNA binding 
domain : L ::'r AK-alpha ; 

(iij ac .) V c - : * amino acid sequence identmy 
with the INA x l riding domain 
of hTH - x • :t 'i ; 

(iii, jl: p 44% amino acid sequence identity 
with th- LNA 1 mding domain 
of hGF ; md 

(iv) amut til* amino acid sequence identity 
with th* D'VA b mding domain 
of hRXr - = 1 pli = ; or 
E> (1] , ir : r 9% amino acid sequence 
identity witn me DNA binding 
domain ■ f nRAR-alpha; 

stc-.t 5 l :* amino acid sequence identmy 
with th- i-NA t: mding domain 

of hi r-i et a; . . . r 

, l: ,jo v% amino acid sequence identmy 

with th- r NA c mding domain 

of hGR; and , 
(iv) aro-.t tr^ amino acid sequence identmy 

with the DNA o mding domain 
of hRo? - alp 1m 

CLMS ( 2 ■ 

2. A .'1-ef.tide according to claim 1 
wherein 'm DMA binding domain of 
said p: ly;mp r 1 *e has: 
(1) ac:i _.- am inc acid sequence identity 

with tr.e DNA t inding domain 
of nrAF - "ilpha; 

(ii) ;,z an ■)'>% aminc acid sequence identity 
with the.- DNA h inding domain 

cf hm - cut a; . 

(iii) ,1 ut 15% amino acid sequence identify 
with the DNA rinding domain 

of h 2R, ^ni 

(iv) ,b ut 6-% amino acid sequence iden-i.y 
with t;,e :-NA r.: inding domain 

of LKX'r-alp-ia. 

CLMS ( 3 ) 

3. A pc '. ypeptide according to claim 2 
wherein the 1 igand binding domain 
of said polypeptide has: _ 

(i) abut 27% amine acid sequence idenm , 
with the 1 igand binding 



i m : ; :. t hRAR-alpha; 

. ■ . , r u t <;:* .mi n : i - id l-^ [l " e 1 - e: ' lt l+ 
> h ti.e i i q.->nd b 1 nd i no 
i mm;. . f " nTR-be-t 

i ; i : ;i b :ur amm. * -hi ^ r^ r ' :tr 1 Jen ^ ' 

r;, the ligand binding 
j-n^in :f hGR; and 

, v . abtut 22% amine acid sequence identity 
- the I i land binding 
* 3 : ,. ;i ir ( f " hRX'-i -alpha . 

LM2 : 4 ; 

4. A polypeptide according to claim 3 
■e-eir, said polypeptide has an 
,.-:ul amine acid sequence identity of: 
' i ■, ib-ut ."-J 2% relative to hRAR-alpha; 
- i ; ".ib:ur 31% relative to hTR-beta; 
^ about 1B% relative to hGR; and 

ab^ut 29% relative to hRXR-alpha. 



CLMS ( 5 ) 

o. A polypept.i.de according to claim 1 
therein the DMA binding domain of 
, : . i j p- lytoept; de has : 

' ( i) about 55% amino acid sequence identity 
v;-Th the DNA binding domain 
. f hRAR-alpha; 

a tout ammo acid sequence identity 

with the UNA binding demain 
.- f hTR-beta; 

;m) about 59% amino acid sequence identity 
with the DNA eluding demain 
-f hGF.; and 

:iv) about 32% ammo acid sequence identity 
vith the UNA binding domain 
of hRXR-alpha. 

■;:lms (6) 

6. A polypeptide according to claim 5 
wherein the ligand binding domain 
:.f said polypeptide has: 

(i) abDUt 32% amino aoid sequence identity 
with the ligand binding 

domain of hRAR-alpha; 

(ii) acout 29% amino acid sequence identity 
W1 t.h the ligand binding 

domain of" hTR-beta; 

at-ut 20% amino acid sequence identity 
wi to or e 1 igana bind mg 
u main 3f -GR; and 

.■ lvl aoooit 2 V* ammo acid sequence identity 
with the ligand binding 
domain of nRXR-alpha. 

CLMS ( 3 ; 

7. A pclypepfide according to claim 6 
wn-rem said polypeptide has an 

amino acid sequence identity of: 
, M - abriljn relative to hRAR-alpha; 

[ii) about 51% relative to hTR-beta; 
• i ) at -ut 24% relative to hGR; and 
■ T v) ' about 2~% relative to hRXR-alpha. 

chMS ; 3 ) 

A polypeptide according to claim 1 
wherein the DNA binding domain of 
said polypeptide has: 

:i; 3 62% ammo acid sequence identity 

wim the DNA binding 3 o ma Hi 



(Hi acout 53% amine- .mid seguen ;e i i**nt 3y 
with Mie DNA bmdin: iutam 

- f uTR-bet. , ; ^ 
( 1 i j ; .ab:uf 4H* ^mm. a :id queh - meioi*/ 
with the LW-. hiuiM 3 mmn 

„ f hGR; ir.d . 
[ivi about 62* ammo acid sequence mioiU.v, 
with the DNA bin ling domain 
of hRXR-alpha. 

CLMS ( 9 ) 

9. A pclvpeptice according t: tiaim 
wnerem the ligand binding domain 
-of said polypeptide has: 

(Li- about 29% amino acid sequence identity 
with the iiiarid binding 
domain f hRAF -alpha; 

(ii) about 27% amino acid sequence identity 
with the ligand binding 

domain tf hTR-beta; 

(iii) about. 2.1* amino acid sequence identity 
witn the liqaru: binding 

comain of hGR; and 

(iv) about 2-% ammo acid sequence identify 
with the ligand binding 

d remain of hFXR-alpha . 

CRMS 110) 

1C. A pc^ypept ide according tc claim 9 
wherein said polypeptide has an 
o — rail ammo mid sequence identity of: 

:i) about 32^ relative to hRAR-alpha; 

■ii) about 31% relative to hTR-beta; 

:i.ii} about 2*% relative to hGR; and 

;iv) ab :t 3'% relative to hRXR-alpha. 

C2MS { 11 } 

11. A polypeptide according to claim 1 
wnerein the- DNA binding domain of 
said polypeptide has: 

(i) abo.it 59% amino acid sequence identity 
with the DNA lending domain 
of hRAR-alpha; 

Ui) about 51^ amino acid sequence identity 
with the DNA bmding domain 
:f hTR-beta, 
(iii) aboit 14% amino acid sequence identity 
with the DNA binding demain 
; f hGR; and 

(iv! about ul% amino acid sequence identity 
with the DNA eluding domain 
of hRXR-aipna. 

GDMS ( 12 

12. A polypeptide according to claim 11 
wherein the ligand binding 
demain ■: f said polypeptide has: 

Li) about 19% amino acid sequence identity 
with the; ligar.d binding 
domain of hRAR-alpha; 

,ii) about 2,.% amino acid sequence mentit^ 
with the ligauc binding 
domain of hTR-beta; 

(iii) about 20% amino acid sequence denu, 
with the ligand binding 

domair. of h3R; and 

(iv) about 23% ammo acid sequence identi-.y 
with the ligand binding 

domain of hRXR-alpha. 

GLMSU3i 



; A \_ : yp q t ide a ; - u ding to L ^ i iii 12 
polypeptide has an 
ill imin i ■ ' i ,3 sequence identity :. f : 
i. .,L;ut X'* relative to hRAR-alpha; 
;i: it: '.it 24% reiauve to hTR-beta; 
■: i i i at. :u^ ^0% relative t: hGR; and 
;1V| about 29% relative tc hRXR-alpha . 

.:lms (14) 

;4. A i: ■ ;.yp:'[;-Ude a coo:: d l ng to claim 1 
,;hriei:, "he DNA binding domain of 
,■ ,i i r ; "/peptide has : 

; : ] ab-~ut 53? amino ao.d sey^ence identity 
.;ith the DNA rinding domain 
f riRAK-.aif: ha; 
lii) about 55% an,ir,c a :id sequence identity 
. ; 1 1 h t h e DNA b i nd i n g d o ma i n 
i hTR-beta; 

■ iiii about 5U% amino acid sequence identity 
■ •■ \ t r . t h e UN A b 1 nd 1 n g d o ma i n 
. f hGR; arid 

iiv) about 65% amine a -id sequence identity 
with the DNA binding domain 
of hRXR-alpha. 

MS ! 15 : 

15. A polypeptide according to claim 14 
one rein the ligand binding 

j-mair, of said polypeptide has: 

f i ) about 18% amino acid sequence identity 
oith the ligand binding 
d o m a 1 n o f h RAR-a lpha ; 

in] about 20% amino acid sequence identity 
olfh the ligand binding 
a -main of hTR-ceta; 
till) about 20% ammo acid sequence identity 
.•ith the ligand binding 
domain f hGR; and 

(iv) about 5. 4% amino acid sequence identity 
./ith the ligand binding 
domain of hRXR-alpha. 

:LMS (16) 

16. A polypeptide according to claim 15 
.'herein said polypeptide has an 

:verall amino acid sequence identity of: 
■'i) aioout 24% relative to hRAR-alpha; 
;iii about 2Hh relative to hTR-beta; 
fill) about relative to hGR; and 

(iv) about 33% relative to hRXR-alpha. 

:lms 111 ) 

17. A polypeptide' according to claim 1 
./herein the ligand binding domain 

■of said polypeptide is further characterized 
: . y t he f 0 1 1 o w i o g ami n o acid 
sequence identity, relative to the ligand 
: if! ding domains of hRAR-alpha, 
■I^-icta , hGR arioi hRXR-alpha, respectively: 
A iii about 27% amino acid sequence identity 
vith the . : : 1 : . J binding 
domain of hRAR-alpha; 

in; about. 30% amine acid sequence identity 
.vi tn the ligand binding 
domain of hTR-beta; 
(iii) about 20aminc acid sequence identity 
v 1 1 h the 1 i g a nd b i nd i ng 
d :. ma i n o f hGR; and 
:iv: about 22% amino acid sequence identify 
v.- ith. the iigand binding 



domain of hP 
B . E i ) about, 
identity with 
do ma in of hF 
(iii about 2- 
v/ith the iigar. 
domain of hT 
{ li 1 ) about ; 
v/ith the ligan 
domain of hG 
(iv) about 2 2 
with the ligan 
domain of hF 
G. (1) about 



..dei 



f hF 



with 



..igai 
;f h; 
out : 



the 
donna m 
(i.:.i) ab^ 
with the ligai 
domain of h< 
( iv ) aoout 2 - 
with the liga: 
domain of hr 

D. i) about 
with the ligan 

domain of hi* 

(ii) about 2. 
with the ligan 

d oma in of hT 

(iii) about .' 
with the Li gar 

domain of hX 

( i v ) about 2 ' 
w i t n the I igai 

domain of h*- 

E. (i) aoout 
identity with 

domain of n : - 
(ii) 5b 
with the 

domain 
(iii 



out z 
1 iga 
of h 

about 



identity with 
domai n of b " 
(iv) about 2- 

with the liga: 
domain of hr 

CLMG ( 15G 



XR-alpha; ,t 
32% ami re aoi d sequen -e 
the ligand bi riding 
■7R-alpha; 

• amirio acid se pjerr'e 1 den*. : 1 
; binding 
r -beta; 

■% amino acid sequence identi 

bindi ng 
; and 

amino acid sequence ident i^ 
bindi ng 
P. -a lpha; or 
■% amino acid sequeri -e 
no ligand binding 
-alpha; 

• imin : a :i d seguenoe : dent 1 
. : 01 ndi r»g 

i- '.-beta; 

: * amino acid sequence ident 
. : binding 
if- , and 

• *■ iinino acid sequence ident i 
. : o inding 
■Xi-' - alpha; or 

: •* amino acid sequence ident 
. .: oi ndi rig 
• AR- alpha ; 

* amino acid sequence identi 
0 : binding 
!'k -oeta; 

■f amino acid sequence ident 
:i binding 
K ; a nd 

'* amino acid sequence identi 
, j o inding 
■XH -alpha; or 
. :% ami 100 acid .sequence 
'he 1 iqand to i nd i ng 
•A- -alpha; 

* amino acid sequence identi 
, i bonding 
X- - beta; 

w o-% amino acid sequence 
rr.e ligand binding 
"A ; and 

;? amino acid sequence identi 
, j b inding 
X:- - alpha . 
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. A polype^ t 
rein said c . 
rail amine 1 
ative to hr. 1 

and hRXR- , ! 

(i: about 
;. ) about : * 
:.i) about !- 

) abc uf 2 • * 

( i ■ about 
.. ) about 3 1 *. 
Li } about . ■: 
v ) about 2 ' : 

( i i about 
1. ) about 7 ; * 
. i) about 
r ) about 0 ' ' 

( i ) about . 
1) about 24' 
:i) about 
v) about ; 

( i ) about , 
i) about ^z- 



ide according to claim 1 

lypeptide has an 

oid sequer.ee identify, 

R- alpha , hTR-bea, 

pha, respectively of: 

2% relative tc hFAR-alpha; 

relative tc hTR-beta; 
^ relative to hGR; and 

relative to hRXF-aipha; : ". 
.1% relat.ive to hFAR-alpha; 

relative to hTR-beta; 
'*. relative to hGF.; and 
elative tc 
'2 relative ' 

relati-e ■ 
% relative 

relative ■ 
?% relate v. 

relative 
% relative 
elative to 
4% relativ 
: relative 



hF.XR-alpha; or 
;o hRAF-aiptia. 
:: hTR-beta; 
t- hGF; arid 
;r hRXF - a lpha; : . 
? to hF.AR-alp.ha ; 
:c hTR-beta; 
to hGF. ; and 
hRXR-alpha; .r 
; to hRAR-alpha; 
:o hTR-beta; 



■ , ^ j,- iytecf : a.-.v HU,J t.: -I*^ . 
•K-eir; said polypeptide has the 

'. am , r - : ,:id sequence as polypeptides 

- ,,V'f SEQ ID NOS:J, 4, 

iu, u:. or 14. 

, . . A chimeric receptor -^- ijU) J 

f'tii ri a 1 ac ma in, a . _, • 

■,-A-Lir:dinj domain, arid a I i gand-Di ndi ng 

herein it. least one of the domains thereof 
dei i-ed from the 
r-lvp^ptide of claim 1; and 
wfcrli/i at least one of the domains thereof 
: .. ie , i ,ed from at least one 
'"p.^i-.ualy identified member of the 
.... 1 , - :J /- : -y r: id supetfamily of 

i 4 l 5696233/ PN 

3 11 and 14 

1 LI AND L4 

- . d kwic 



LETD;6b; i ^ ^ L - — : 

identified member -■ f the ^ _ 

steroid/thyroid supetfamily f :•• • ■ 1 

e.g. , glucocorticoid reoe^. j 

<GRi, thyr:id receptee ;. IV : , i 

"^e"!:,;^^:^ receptor ;MK;, estrogen 

receptor (ER), rv* 1 
the estrogen related receptors 

-r hERR2 ) , retinoid ^ . _ 

v r eoept-rs (e.g., RXR.aipha., kaa.l-,... . 

RXR.delta.), vitamin D 

receptor (VDR), aldosterone receptor. ,mK,, 

progesterone. 
• d his 

(FILE 'US PAT ' ENTERED AT 1 6:23:34 ON lo 

MAY 19991 934 S ESTROGEN? (5A) RECEPTOR: 

181 S LI AND CHIMER? 

24 S L2 AND ORPHAN? 

1 S 5696233/PN 

1 S LI AND L4 



LI 
L2 
Lo 
L4 

L^; 



FAT NO: 
: 1 of 1 



5,696,233 [IMAGE AVAILABLE] 



SLMMAR ( : 
BS'JM f 6 } 

A nair.cer of receptor proteins, each specific 
f-r -ne of several classes 

of cognate steroid hormones [e.g., estrogens 
( estrogen 

receptor), progesterones (progesterone 
receptor), glucocorticoid 

i r r i --.id receptor), androgens 

:,;; r , q er, receptor), aldosterones ^ 

Ud^eralooorticoid receptor), vitamin u 

^tarur; D receptor)], retinoids 

(e!q., retmoic acid receptor) or. 

SUMMARY: 
PSLM ( i 1 ) 

A qrowfh hormone genes, responsive 

f - .^ucocorticoids, 

H3 r r gens and thyroid hormones; the 
,,, ri ,--rirtioriaI control units for 
kalian prolactin genes and progesterone 
receptor ^enes, responsive 

> estrogens; the transcriptional control 
. r yt s for avian ovalbumin 

I;::,.:., responsive to progesterones; mammalian 
met allothionein gene 

"ranscrrptxcnal control units, responsrve t. 

■jlncocorti ccids; . 
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